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Keiko YUGAWA, et al. 
Serial No.: 09/406,832 
Filed: September 28, 1999 
For: GLUCOSE SENSOR 



Group Art Unit: 1743 
Examiner: A. Noguerola 



DECLARATION UNDER 37 C.F.R. § 1.132 
TOSHIHIKO YOSHIOKA 



1 . I, Toshihiko Yoshioka, willfully make the following Declaration regarding 
the above-captioned application. I declare and say as follows: 

2. I am one of the listed inventors to the above-captioned application and an 
employee of the Matsushita Electric Industrial Co., Ltd., the assignee of the application. 

3. I am also one of the listed authors to Japanese Patent Publication Hei 10- 
227755, attached hereto as Exhibit A (hereinafter referred to as "Hei 10-227755"). This 
patent is also assigned to the Matsushita Electric Industrial Co., Ltd. 

4. In paragraph [0007], the Hei 10-227755 reference discloses examples of 
hydrophilic macromolecules that can be contained in a reaction layer. 

5. Maleic acid or anhydride is listed among the examples of hydrophilic 
macromolecule disclosed in paragraph [0007] of the Hei 10-227755. 

6. The listing of maleic acid or anhydride as an example of a hydrophilic 
macromolecule is not correct and one skilled in this art would recognize that the listing of 
maleic acid or anhydride as a hydrophilic macromolecule in a reaction layer is an error. 

7. As discussed on pages 1 1-12 of the above-captioned application, polymers 
of maleic anhydride and maleates can serve as hydrophilic polymers in reaction layers. 
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8. As one skilled in the art would understand, it is the polymeric or 
macromolecular form of the maleic acid, salt or anhydride thereof that can serve as a 
hydrophilic macromolecule and not the monomer itself, as indicated in the erroneous 
description of Hei 10-227755. 

9. I declare further that all statements made herein of my own knowledge are 
true and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false statements 
and the like so made are punishable by fine or imprisonment, or both, under Section 1001 
of Title 18 of the United States Code, and that such willful false statements may 
jeopardize the validity of the application or any patent issuing thereon. 
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(54) BIOSENSOR 
(57) Abstract: 

PROBLEM TO BE SOLVED: To avoid effect of dissolved oxygen, 
by forming a reaction layer containing dehydrogenase and 
electron acceptor which are combined using pyrrolo quinoline 
qui none as coenzyme on a electrode system consisting of an 
action electrode and a counter electrode on a substrate. 
SOLUTION: Leads 2, 3 are formed on an electrical insulating 
substrate 1 in screen printing method of silver paste, and 
an action electrode 4 which connects with the lead 2 is 
formed in printing method of conductive carbon paste. An 
insulating layer 6 is formed on the substrate 1 in printing 
method of insulating paste to cover outer peripheral of the 
action electrode 4, and a counter electrode 5 which connects 
with the lead 3 is formed in printing method of conductive 
carbon paste. A reactive layer 7 is formed on the substrate 
1 on which electrodes are formed. The reactive layer 7 
contains dehydrogenase and electron acceptor which are 
combined using pyrrolo quinoline qui none as coenzyme, only 
the electron acceptor is reduced following enzyme reaction 
of the reactive layer with matrix, and therefore, 
concentration of the matrix can be accurately measured. 
Thus, matrix in a biomedical sample or specimen such as food 
material can be measured accurately. 
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Japanese Laid-Open Patent Publication 

Publication Number: Ueisei 10 (1998) 227755 

Date of Publication: August 25, 1998 

[Title of Invention] Biosensor 

[Abstract] 
[Problem] 

A biosensor is needed which can measure the concentration of a substrate such as glucose 
without being affected by the presence of oxygen dissolved in the sample liquid. 

[Means of Solution] 

The biosensor of the present invention comprises an electrically insulating base plate, an 
electrode system having a working electrode and a counter electrode formed on said base 
plate, and a reaction layer formed on said electrode system, wherein said reaction layer 
contains a dehydrogenase and electron acceptor, said dehydrogenase being combined with 
pyrroloquinoline quinone as coenzyme. 

[Claims] 

1. A biosensor comprising an electrically insulating base plate, an electrode system having a 
working electrode and a counter electrode formed on said base plate, and a reaction layer 
formed on said electrode system, said sensor being characterized by said reaction layer 
that contains dehydrogenase and electron acceptor, said dehydrogenase being combined 
with pyrroloquinoline quinone as a coenzyme. 

2. The biosensor according to claim 1, wherein said reaction layer further contains 
pyrroloquinoline quinone. 

3. The biosensor according to claim 2, wherein the content of said pyrroloquinoline quinone 
is from 1 .5 x 10" 6 to 1 .5 x 1 0" 4 grams per square centimeter of the reaction layer. 

4. The biosensor according to claim 1 or 2, wherein a dehydrogenase, which is combined 
with said pyrroloquinoline quinone as coenzyme;, is glucose dehydrogenase or fructose 
dehydrogenase. 

5. The biosensor according to claim 4, wherein the quantity of said glucose dehydrogenase 
is from 1 unit to 200 units per square centimeter of the reaction layer. 

[Detailed Description of The Invention] 
[0001] 

[Technical Field of the Invention] 

This invention relates to a biosensor which can quantitatively measure a specified ingredient 
in a living-body sample such as blood or urine; or a raw material or product in the food 
industry including fruit juice quickly, easily, and with a high degree of precision. 

[0002] 
[Prior Art] 

Biosensors which can quantitatively measure a specified ingredient in living-body samples 
or food without diluting or stirring the sample liquid have been proposed. For example, in 
the official publication of applied patent Heisei 3 (1991) 202764, a biosensor has been 
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disclosed in which an electrode system is formed on. an insulating base plate by screen 
printing or other method and a reaction layer including an oxidoreductase and electron 
acceptor. This biosensor quantitatively measures the concentration of a specified ingredient 
in the sample as follows: First, the reaction layer is dissolved by dropping the sample onto 
the reaction layer, and an enzyme reaction proceeds between the specified ingredient in the 
sample liquid and the oxidoreductases in the reaction layer. This enzyme reaction reduces 
the electron acceptor. After a short interval, a voltage applied across the sensor electrodes 
electrochemically oxidizes the reduced electron acceptor. The concentration of the specified 
ingredient in the sample liquid is obtained quantitatively from the oxidation current of this 
reaction. 

[0003] 

[Problems to be Solved by the Invention] 

It is known that among such biosensors, glucose oxidase as an oxidoreductase is commonly 
used to detect glucose. When glucose oxidase is used, however, the electron acceptor is 
reduced as part of the enzyme reaction, as is the enzyme dissolved in the sample liquid. 
Although the reduced electron acceptor can be readily oxidized electrochemically, hydrogen 
peroxide, a reduced byproduct of dissolved oxygen, cannot. Therefore, the value of the 
oxidation current obtained by applying a voltage across the sensor electrodes corresponds to 
the degree of oxidation of the reduced electron acceptor, not including the degree of 
oxidation of the hydrogen peroxide. The original concentration of the specified ingredient, 
accordingly, cannot be measured accurately using the obtained value of the oxidation current. 
To gain an accurate figure for the concentration of the specified ingredient, a preparatory 
process such as prior quantitative measurement of dissolved oxygen in the sample liquid was 
needed. This invention aims to offer a biosensor which can precisely measure the 
concentration of a specified ingredient such as glucose without being influenced by the 
presence of oxygen dissolved in the sample liquid. 

[0004] 

[Means of Solving the Problem] 

To solve the above-mentioned problem, the biosensor of this invention comprises an 
electrically insulating base plate, an electrode system having a working electrode and a 
counter electrode formed on said base plate, and a reaction layer formed on said electrode 
system, wherein said reaction layer contains dehydrogenase and an electron acceptor, said 
dehydrogenase being combined with pyrroloquinoline quinone as a coenzyme. 

[0005] 

[Embodiment of the Invention] 

The biosensor of the invention is characterized by the reaction layer of the sensor containing 
dehydrogenase combined with pyrroloquinoline quinone as a coenzyme. The dehydrogenase 
that is combined with pyrroloquinoline quinone as a coenzyme reduces only the electron 
acceptor when the enzyme acts on the specified ingredient. Accordingly, the concentration 
of the specified ingredient can be measured accurately from the value of the oxidization 
current. As examples of dehydrogenase combined with pyrroloquinoline quinone as a 
coenzyme, glucose dehydrogenase and fructose dehydrogenase are included. Their optimal 
concentration is 1 to 200 units per square centimeter of the reaction layer; more preferably 4 
to 100 units. One unit means the amount of oxidoreductase able to oxidize of 1 micro mole 
of the specified ingredient in one minute. If the content of glucose dehydrogenase is less 
than I unit per square centimeter of reaction layer, the above-mentioned oxidization time is 
prolonged to several minutes. If the amount of glucose dehydrogenase exceeds 200 units per 
square centimeter of the reaction layer, the production costs rise and the response current 
tends to disperse because the reaction layer cracks easily during manufacture. 
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[0006] 

The reaction layer of this invention should ideally contain pyrroloquinoline quinone in 
tttTV?- ^^^^hy^nase, since the detection sensitivity improves and the 
concentration of the specified ingredient can be detected over a wider range. The sodium salt 
of pyrroloquinoline qmnone can be used as the pyrroloquinoline quinone. The amount of 
pyrroloquinoline quinone is ideally 1.5 x 10" 6 to 1.5 x W 4 grams per square centimeter of 
&e reaction layer; more preferably 1.0 x 10* to 8.0 x 10- glams. Furthermor, "h! faction 
layer or th 1S invention contains an electron acceptor. As examples of electron acceptors 
temcyanide ion, p-benzoquinone and its derivatives, phenazine methosulfate, methylene 
blue, and ferrocene and its derivatives are included. One or more of these are used as the 
electron acceptor. Ferricyanide ion shows the best performance. 

[0007] 

The reaction layer of the biosensor used in this invention may contain hydrophilic 
macromolecules in addition to the above-mentioned enzyme and electron acceptor By 
adding a hydrophilic macromolecule to the reaction layer, detachment of the reaction layer 
from the surface of the electrode system can be prevented. Furthermore, cracking of the 
reaction layer is prevented, contributing overall to improved reliability of the biosensor As 
examples of hydrophilic macromolecules, carboxymethyl cellulose, hydroxyethyl cellulose 
hydroxypropyl cellulose, methyl cellulose, ethyl cellulose, ethyl hydroxyethyl cellulose ' 
carboxymethylethyl cellulose, polyvinylpyrrolidone, polyvinyl alcohol, polyamino acids 
such as polylysme, polystyrene sulfonic acid, gelatin and its derivatives, acrylic acid and its 
salts metaacrylic acid and its salts, starch and its derivatives, and anhydrous maleic acid and 
its salts are mcluded. Carboxymethyl cellulose shows the best performance. There are two 
methods tor the measurement of oxidization current: the two-electrode method in which 
only a working electrode and a counter electrode are used; and the more accurate three- 
electrode method, in which a reference electrode is added. 

[0008] 

[Embodiment Examples] 

The invention will be hereafter described precisely using specific examples of embodiments 
Figure 1 .s the outline ground plan of the biosensor of this invention without the reaction 
layer. Leads 2 and 3 are formed on a base plate 1 made of polyethylene terephthalate by 
printing silver paste using screen printing. Working electrode 4 is then formed on base plate 
1 by printing dectroconductive carbon paste containing a resin binder. This working 
electrode makes electrical contact with lead 2. Furthermore, an insulating layer 6 is formed 
on the base plate 1 by printing insulating paste. Insulating layer 6 covers the peripheral part 
of working electrode 4, keeping the area of exposed part of working electrode 4 constant A 
ring-shaped counter electrode 5 is formed on base plate 1 by printing electroconductive 
carbon paste containing resin binder so as to make electrical contact with lead 3 A synthetic 
resin board of such as polyethylene terephthalate is used as the insulaung base plate For the 
aboye-menuoned leads and electrodes, platinum, gold, palladium, etc. may also be used in 
addition to silver and carbon. Figure 2 shows a longitudinal section of a biosensor of this 
invention. As shown in Fig. 1, a reaction layer 7 containing enzymes and an electron 
acceptor is formed on insulating base plate 1 on which the electrode system is formed. 

[0009] 

[Embodiment Example 1] 

On the electrode system of the base plate in Fig. 1, reaction layer 7 was formed by dropping 
a liquid mixture of glucose dehydrogenase (hereafter abbreviated to GDH) and potassium 
ferncyanide onto the base plate. The quantity of GDH contained in reaction layer 7 was 30 
units per square centimeter of the reaction layer. Next, an aqueous solution of glucose was 
dropped onto reaction layer 7. When a sample liquid containing glucose is supplied to the 



reaction layer, glucose in the sample is oxidized by the glucose dehydrogenase At the same 
time, the electron acceptor in the reaction layer is reduced. One minute after dropping the 
liquid, a voltage of +0.5 V was applied to the working electrode 4 with reference to the 
counter electrode. The current was measured five seconds later. Because this current is 
proportional to the concentration of the generated reduced electron acceptor that is to the 
concentration of the specified ingredient in the sample liquid, the glucose concentration in 
the sample can be obtained by measuring the current. The samples were divided into two 
groups: the dissolved oxygen concentration was about 30 mmHg in one group and about 1 80 
mmHg in the other The glucose concentration in the sample was varied in each group. The 
results demonstrated a correlation between response current and glucose concentration. The 
lmeanty was fairly good regardless of the concentration of dissolved oxygen. 

[0010] 

[Example for Comparison 1] 

Reaction layer 7 was formed in the same manner as in Embodiment Example 1 with the 
exception that glucose oxidase was used instead of glucose dehydrogenase. The correlation 
between the response current and glucose concentration was examined using the same 
samples as in Embodiment Example 1 . The results revealed that the obtained response 
current varied according to the dissolved oxygen concentration with a slight tendency for a 
higher dissolved oxygen concentration to result in a smaller response current. 

[0011] 

[Embodiment Example 2] 

An aqueous solution containing GDH, potassium ferricyanide, and pyrroloquinoline quinone 
(hereafter abbreviated to PQQ) was dropped onto the base plate shown in Fig. 2. Reaction 
layer 7 was then formed by drying the solution. The amount of GDH and PQQ contained in 
reaction layer 7 was 20 units and 4.5 x 10" 5 grams per square centimeter of the reaction layer 
respectively. The correlation between response current and glucose concentration was also 
examined using the same samples as in Embodiment Example 1 . A much higher degree of 
correlation than in Embodiment Example 1 was obtained between response current and 
glucose concentration. 

[0012] 

[Embodiment Example 3] 

An aqueous solution containing fructose dehydrogenase (hereafter abbreviated to FDH) and 
potassium ferricyanide was dropped onto the base plate 1 shown in Fig. 2, Reaction layer 7 
was then formed by drying the solution. The correlation between response current and 
glucose concentration was also examined using the same samples as in Embodiment 
Example 1. A high correlation was obtained between response current and glucose 
concentration. In addition, this result was not influenced by the concentration of dissolved 
oxygen in the sample. Furthermore, it was recognized that the response improved when 
PQQ was added to the reaction layer, 

[0013] 

[Effect of the Invention] 

According to this invention, a new biosensor can be obtained by which a specified 
ingredient contained in a living-body sample such as blood or urine; or samples of materials 
or products in the food industry can be measured accurately and rapidly. 

[Brief Explanation of Drawings] 
[Figure 1] 

Figure 1 is an outline ground plan of an embodiment of the invention with the reaction layer 
omitted. 
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[Figure 2] 

Figure 2 is a longitudinal section of the main part of the biosensor 

[Explanation of Marked Parts] 

1 Electrically insulating base plate 

2 and 3 Leads 

4 Working electrode 

5 Counter electrode 

6 Insulating layer 

7 Reaction layer 
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Examiner: A. Noguerola 



DECLARATION UNDER 37 C.F.R. § 1.132 
KEIKO YUGAWA 



1 . I, Keiko Yugawa, willfully make the following Declaration regarding the 
above-captioned application. I declare and say as follows: 

2. I am one of the listed inventors to the above-captioned application and an 
employee of the Matsushita Electric Industrial Co., Ltd., the assignee of the application. 

3. I have read an am familiar with the Office Action dated 12/19/2002 and 
have read and familiar with the art cited against rejected claims 55 and 59-63 in the Office 
Action including the references to Crismore et al. (US 5,997,817); Vetter et al. (US 
6,025,203) and Gotoh et al. (US 6,071,391). 

4. Several experiments were carried out under my control and direction to 
compare the effect of succinic acid to sodium citrate in a glucose sensor. Two glucose 
sensors were prepared. The first glucose sensor was prepared according to Example 1 of 
the above-captioned application except succinic acid was used in place of potassium 
hydrogen phthalate. A second sensor was prepared in the same manner as the first sensor 
except sodium dihydrogen citrate was used in place of succinic acid. 

5. The response characteristics of the two glucose sensors were taken at two 
intervals: approximately immediately after preparing the sensor (initial fabrication) and 
after subjecting the sensor to 50 °C for one week (i.e. after an accelerated aging 



09/406,832 



line 
on 
sensor 



~ent). A graph showing tbe rKpoKe chmcttriajcs 

P^d by measuring to m „ to variM J 

™7 ° f 8 ucom ' - - «• » •«» app, ic r i 

graph is attached hereto as Exhibit A. 

«. As ^™i"Exhibi,A,,he 8 l»«e M sorp rep a re dw,,hscdiur„ citrate 
— substantia,,, ^r s „^ sUler ^ 

^^^^^^^^ 

b,ec ed * an — — — aging was calculated to be ornv 7%. This Cleu,a„„„ was 
done at the largest deviation at about 540 mg/dl of glucose Additio „ * 

7. bcontrasturesensorprepa^wiu,^,^^.^ 
performance when subjected to an accented aging. This «s„„ is seen „ Exhibit A 

fab„c»bon(„„ew* circle asasymbol on Wh) to me response of the sensor IrT 

^^^^^^ J„^2 

-derated agm. The latest differ between the response of the initia, sens 2 

ofglncose ^.U.eagedscnsorhasanonlinearresponsetog.ucoseabovea 
~„on of ab„„, 400 mg/dl, which reduces its accurac, and reliabih,, 

citrateilore *" 2 — ' — . 

c«e ,s more accurate and rename over toe than one made fiom .y, acid This 



2 



09/406,832 



T,„e , 8 „, ». United StaKs Code and ^ suc|] <B ^ saKmmB 
Jeopanta ft. v, li(lity of tte app|ica , ion or My paKm Ksujn8 ^ 



Date 



3 




as* 

Docket No.: 43888-098 PATENT 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re Application of 
Keiko YUGAWA, et al. 
Serial No.: 09/406,832 
Filed: September 28, 1999 
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Group Art Unit: 1741 
Examinei : A. Noguerola 



DECLARATION UNDER 37 CJ.R. 3 1-132 

1. I, Koichi NAKA, willfully make the following Declaration regarding the 
above-captioned application. I declare and say as follows: 

2. The above-captioned application claims priority to and corresponds to 
Japanese Priority Application Hei 11-212703, attached hereto as Exhibit A (hereinafter 
referred to as "Japanese Priority Application"). 

3. The Japanese Priority Application lists "ccllidine" among the compounds 
that can be added to the reaction layer of the glucose sensor. Examples of the term 
"collidine" expressed in the Japanese language in the Japimese Priority Application can 
be found in claims 1, 3 and 4 and paragraphs [0007, 0008, 0009, 0011, 0030] and in table 
1. 

4. In the Japanese language, the terms "collie ine" and "colicin" are similar in 
their appearance. 

5. The term "collidine" in the Japanese language was erroneously translated 
to "colicin" in the English language in above-captioned application. This error can be 
found on pages 5, 6, 10, 23 (Table 1), 26 (original claim L), and 27 (original claims 3 and 
4) of the above-captioned application. 
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6. I certify that the correct English language tr inslation of the Japanese 
Pnonty Application should b "collidine" rather than "coli :in« in the above identified 
pages of the above-captioned application. 

7. I declare further that all statements made herein of my own knowledge are 
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yR-#y^A. ^xvfejf^>")A, ^xyiH^'J 
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A. ?xyg^hy»>A. ^xyirr^^^A, ? 
xyiz*^'Jw, ^xy|t*ftMiW, ? 
xySith^A, ^xyi^^s^A&^^x 

>m<r>m. 2-(N-*;M?uy) 

x^y^yi, 2-(N-*7U7jtiry)x^>'^;^ 
h'JX(tKndr^f;P)/Ui/X hy 
x (fc Kp^^f;l/) ^'JS/ycoig. h'JXftKo 

[00 1 23 r ^fe<oj(^lirr^T««afc LT^Sffl 
BBrer^)i«>NaOH N KOH^rifcory^U^J: OHf 
5. 0-8. iJ^^M^cn. 

miam&mySLt bXl±. PQQ-GDH250-10 

0 OOU/m 1 ^LT5—gO//M^iV9^HT > ^ 

1 O^SOvMTfohcDtim&LW 3r*K UUtu h i 
[0 0 13] -*?5»0R*G)lfc:ii. ^tra:ffoTi 

tf*tf>flW*< 7xt^ hf^7x->, ^^"l^y 

t o o 14 j *mxoKmm\z\$. s&m^hp£^ 

X. xf-zP-fe/Pn-X. xf/i/tHa^yxf/Wr/^n 
-X, ^^^rv-^^xf-^-fe/^n-x- ^'Jt'x^ 
toy K>\ t'-^T^n-iK y^y&^ftf) 

[0 0 15] 7\M*-fey^W«cii>*«KJSSItt. nfm 



[00 16] tt»Lfc«Mfl£:-"trQ 

*#uew(c(H»i&v^ too*/ 

[ 0 0 1 7 I ^t, 4^^%«jHJ«b(Cl2.- B*fS 

y (BSA) . fflT/ls7$>. ^y^y%;b%hlf&ZL 
)V7 'Jxy^-K y y -Jytcz i>m - £: tfTS 5: 

[0018] mt LTtt> ws. 5f y ^m^tx 

—X^ *risX3—X^ A?X3—X^ 7?h—X* V/Uh — 

^nf^xhyy, a-tOnfxh'jy, jS-^>f 
^□f^xh'jy, r-t^nf^rXhijy, f^rX 
h'jy, T5a-x, /U3-t'y, f^ry, -r^y 

^JU?}^ yyrfBL ^v-^R % /yl/3yl % q- 

ry^-^A, ^y-feo— 7^-i, edta, 

E GTA S DTT S DTE. GSH % 2-^W7hX 
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MtlL OfiMgp^ 
LTSS^JO. 0001-1. 0«W»«»*LV\ 
[0019] ±^OWB£-^ S fe£#«UffB! 

^^**t»*JWH«oi:on4> y y^y >-£«8^ 

(00 20] zzx\ \z\3T3*s>jy*s~y&mmt 
^xmw?.&. mmt lt&.-5 ohimop ipesi 

ffiBL 0. 2mMC0PMS (pH6. 5) . 0. 2mM 
CONT B „ 30. 6mMW/^3-^ 0.'.19XOb 
1/ h^X- 1 a0<0«*i«*fljl^u <Ic7)iI£iS^3 
m 1 &3 7X:Ttt5fflgmttmi>ti&t > 0. 1ml CO 

mmntvb mzmm^mm^mizwmtxmt 

■BJ*ftl#ffi <U) fcf i. HTfc* satwtJBwc 
[0 0 2 1 3 

raMi ai^.;^^^-i^ifcfe^^^^ 

^>x^^^-h*^^mM^Stt*Kl±(-. * 
^y^>9WteJ:-9«^--X-hSm]B-U 'J-K2. 3 

I/O**-.- .I<Wffl8i4f2;. y-K2 fc-RgJUTVv*. 

tt*-*^-* t-s- 'j - f 3 h^f-^> j: -3 izmm 1 

ifcWfltTUV^^WBS^JPflELrv^. (32 ^ 

[0022] msmmmicommicDim±t,z. « 

*>AJ& (J3T. r CMCj ) tOO. 5wt%7k 

asttarFU, 5 o^^jk&si+t i oiHBteits 

-Br. CMCB7Sr»jRLfc. jRWt,. PQQ-GDH5 



0 0 0 JL- >y h 7*4r«t#^# y.^A2 0 jLtMfc 
7xyyry^W50//M^lml c^t^r 

a«^tcMc*!7±w«nFL<iBiLr, kj£«8£ 
fc. ore. icnti: lt. «^«MEiciaE-Lfc^ 

*&£*U>£. Mflrtco^3^«PQQ-GDH(cJ: 

I*. -. ■ ■ 

[0023] KBKtafFLr^fe 1 ffii5£ 

x. m^^Mm^j^-XTmmizm-tmmm^m 
*r. mmizLximLtiJM^y^e^n 

mfmmtix^&&t&*>fr^ti. 

[0 0 24] «S»7^8*S^'j^^ 

mkzLx^i^-x^y^fm ttz.' * lx< mm 

1 mm^Lx.immmteyMm^mm^y^^ 

1 1 0mg/d 1 J: o t><s»®«-c 

^m^M^r^t/^ ^tc. rfrZ-ZMX&'l 10mg 

[0025] mmm% 7?)vmAm*v^j*zjm~~- 

ftbtifc'tyw^yfm.te. ttmz** 
m5nb^^/^ 0 6rnmmfflw±yvi±. » 

[0026] €)BI8!I23 «ttJitc.C ^.C JBL7 3&«fiRL 



U6) 000-171428 (P2 0 0 0-1 7fS]8 



fmitz. zlx. mmmi tmm^ix. mmmt 

[0027] <XttH3^-l 0> 7 'J 

BL<Alfc«l7) , 2- (N-^>jy)x^yzw 
y^V 0 ) j£JS#Jl i: 

*H4H£H4--0i lt^-t* h4-hi #£> 

[0 0 28] «HMM1 1-18>«®±(CCMC^7 

[0029] mmm 1 9 > *»wcotron.*y tJ y ^ 

-/ >«r«B«i: Lfc$0P3-*t Hnff-t'l 0 U/ 
mlt 1 mM^^^y^A^^ 2 0 mM^)#l 

mm UMKK-) MKniU 3 & 
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[0032] imm2Ql> lmM»;^')^ 

i:t/BSA^^tf#amsD»(i mmm) *«w<oe 

on*y y y*y y£fif»3t*: Lfc^VH*— Hoy 
^—tfSrSlSLrt:. **J. BSAil ^3^xftH 

£<> #^>n^Jgffi^JS^^LT3 7 < CTiai^«*L 
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im&MSkl ±B&*itz. *SWHfcJ:*itf, 
Jttop^y y y*y y£*fPSk Lfc^/Wn-^-bV 

[H3 ] *mncD-mmw&£v-smmt Lxfmt 
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